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i^ln. No. 10/615,342 
Amdt. dated Ootobor 4j ZOOS 
Amendmfint 



PATHMT 



REMARKS/ARGUMENTS 

The specification is amended to include continuity data on the first paiagnqph to 
comply with 37 CFR 1.78(aX2). The statement of continuity includes references to the Canadian 
application as well as the PCT application pursuant to which the pending US National Phase 
application of which the present application is a divisional, was filed. The previous Abstract is 
canceled and replaced witii a new abstract that is being submitted on a separate sheet of paper, in 
cott?)Kance witii 37 C-PJl. 1.72. Claims 65, 66. 68, 70, 74-77 are amended Claims 69 and 72-73 
are canceled. New claims 78-8S are added. 

The Bxaminer has objected to the specification under 37 CFR 1 .75(dXl) and 
MPEP § 608.01(0). The above claims are amended to dispense with the terms " refe i e uce 
solution" and to recite ^'hypothetical solution", antecedent basis for which is provided m the 
specification. Withdrawal of tiie objection is respectfully requested. The Bxaminer has also 
objected to claims 69 and 74-77 under 37 CFR 1.7S(a) for lack of antecedents in respect of 
certain terms. The above claims have been amended above to overcome tiiese objections. 

In the Advisory Action dated June 6, 2005, the Examiner noted that the 
amendment of May 2005 was not entered. In that advisory action, the Bxaminer maintained the 
reflections of claims 6S, 69, and 74-77, and maintained tiie objections to claims 66, 68 and 70-73. 
Claims 66, 68, and 70-73 stand objected to as being dependent upon a rejected base claim^ but 
would be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims, as noted on page 7 of the Office Action dated Decdmber 8, 
2004. 

Claims 66, 68, 70-71 axe amended above to include the limitations of the base 
claim and any intenrening claims and are thus allowable per Bxaminer's statem^t Claim 70 is 
also amended to include the limitations of claim 69, which is now canceled. Claims 74-77 are 
also amended above to include die limitations of the base claim and any intervening claims and 
are believed to be allowable. 
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Claims 66 and 68 are amended to include the limitations of claim 65 and are thus 
allowafale per Examiner's statement on page 7 of the 0£5ce Action of December 8, 2004 and per 
the Advisory Action. Claim 70 is amended to include the limitations of claim 65 and 69 and is 
flxus allowable pet Examiner's statement on page 7 of the Office Action of December 8^ 2004 and 
per the Advisory Action. Claims 74-77 are similarly amended, and are thus believed to be 
allowable fixt at least the same reasons as is claim 66. 

Claim 65 stands rejected under 35 U.S.C. 102(b) as being anticipated by 
^'Checking pH without an Electrode" (Sykes et al.). Applicants tespectfiiUy traverse this rejection 
for at least the fbUowing reasons. As best und^istood, Sykes et al. sought to find a way to check 
the pH of a protein sanq)le internally, not a process for producing a rq)re8entBtion of a reference 
spectrum, as claimed by tiie present qyplicants. At lines 4-5 Sykes et al, state: "This prompted us 
to find a way to check the pH of the san^le intemall/*. Ihus^ by observing cheoucal shifts. 
Siyke& et al. sought to detetmine pH, not use it to produce a reference spectrum as required by 
claim 65. 

S^ces et al. discovered two peaks in the amide region of a protein NMR 
spectrum, whose resonance fiequendes are pH dependent. Sjices et al. fit tiie observed ch^cal 
shifts to his equation 1 to detemine the chemical shift of the conjugate acid and the chemical 
shift of the conjugate base over a range of pH values and determined the vahies 8.66 and 7.76 
respectively, lliey then used these vahxes in his equaticm 2 to get pH of the sample. Sykes etal. 
describe a macro fin: use in Variants VNMR processing software to check the pH in ID KMR 
spectra of his protein san^les. 

There is no disclosure in Sykes of a. ''computer^imidemented process for 
produdng a representation of a reference spectrum for a hypothetical solution having a first pH 
condition, for use in determining tiie composition of a test &etnple'\ as recited in claim 65. 
Furthermore, Sykes et al. ftdl to disclose ''producing a position value fi)r at least one peak of tiie 
reference spectrum in response to a measured pH condition of the test sample, and a property of 
at least one peak in a base tefermce spectrum for tiie hypothetical solution. . as recited in 
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claim 65, Ratheri Sykes et at. sou^t to find a pH condition of fhe test sample based on observed 
chemical shifts. In addition, Sykes et al. pitnride no disdosuie to use a base refeiaice spectrum 
associated with a pH condition of the hypotiietical solution tibat is dififerent fiom said m^easurcd 
conditioui bb required by claim 65. Sykes et al« provide no disclosure to produce a r^erence 
spectrum for a hypothetical solution at the measured pH ftom a base re&rence spectrum 
associated wiOi the hypothetical sohiticm having a pH diffe r ent from said measured pH. 
Hierefore, applicants tespectfially submit that Sykes et al. fail to teach or suggest claim 65. Claim 
65 and its d^endent claims 66, and 68-73 are thus allowable over Sykes. 

Claims 74-77 are rejected under 35 USC 103(a) as being ui^atentable over 
'"Checkmg pH without an Electrode" <Syke8 et al.) The Examiner asserts that Sykes et al. 
disclose a set of codes . .to produce a position vahie for at least one peak of fhe reference 
spectium. . Applicants respectfully submit that as stated above in connection witii claim 65, tiie 
macro provided by Sykes et al. and its use with Variants VNMR processing software are stated 
to be specifically for checkmg tiie pH in ID NMR spectra of protein samples, not for 
producing a position value as claimed by the present applicant Furthermore, there is nothing to 
suggest that a position value for at least one peak of the reference spectrum should be produced 
in response to a measured pH condition of the test sample and a property of at least one peak in a 
base reference spectrum for tiie hypothetical solution, as required by claims 74-77. 
Conse<iuentIy, Sykes et al. provide no motivation or suggestion to arrive at tiie ^licant's 
claimed invention. Claim 74 is fitrther allowable over Sykes for tiiese additional reasons. Claims 
75 and 76 are allowable for at least the same reasons as is claim 74. 

As for claim 77, Sykes et aL fail to disclose or suggest producing a representation 
of a reference spectrum for a hypothetical solution having a first pH condition, for use in 
determining the composition of a test sample Ratilier, Sykes et al. disclose checkmg the pH of a 
protein sample. Claim 77 further recites means for receiving a measured pH condition value 
representing a pH condition of the test sample. The Examiner states that this is disclosed on 
page 479-1 1, but the context of this disclosure suggests that a pH electrode was used to measure 
pH; Sykes et al. sought to obviate the need for such measurement, or to provide a secondary 
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means ftr ch€cking pH of the sample. Thus, Sj^es et al. M to disdQse or suggest aay use of a 
measutemeot of pHy as Sykes seeks only a way of making the measurement 

Claim 77 fiuther recites means for receiving a rspxeseatation of a position >^uq 
of at least one peak in a base reference spectrum for the hypothetical solution and means for 
producing a position value for at least one peak of the reference specttum in response to said 
measured pH condition value of the test sample, and the position value of said at least one peak 
in said base reference spectrum, the base reference spectrum being associated with a pH 
condition of the hypodietical solution that is difGerent fix)m said measured pH condition. 

On page 479-11, Sykes provides background m support of the use of his macro 
which appears on page 479-12. This background provides a theory bdiind pH dependent 
chemical shifts to siqpport only one application thereof - checking pH of the sample. Sj^es et al. 
provide no disclosure or suggestion to employ such theory or other theories to provide a process 
or apparatus for producing a representation of a reference spectrum including means for 
producing a position value for at least one peak of the reference spectrum as clahned. Jn other 
words* Sykes et al. fail to disclose or suggest or provide any motivation to en^loy the specific 
application of knowledge of pH dependent chemical shifts to pfovide a method or apparatus for 
producing a representation of a reference spectrum, as clahned hi the instant application. Claim 
77 is thus allowable for these additional reasons. 

In view of the fbregomg, Applicants believe all claims now pending in this 
Application are in condition for allowance and an action to that md is respectfully requested. 
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If the Examiner believes a tel^hone conference would expedite prosecution of 



this application, please tel^hone fhe undersigned at (650) 752-2424. 



TOWNSEND and TO WNSEND and CREW LLP 

Two Embarcadeio Center, Eighth Floor 

San Francisco^ California 941 1 1-3834 

Tel: (650) 326-2400 

Fax: (650) 326-2422 

Attachment (Appendix 1 p) 
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